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Dear Dr. Lederberg,

Trnank you for your letter of November loth informing me of the
existence of lambda-2. At the time of initial assay of our puri-
fied Kl2-lambda stock, I had plated an excess ol virus but wmust
have overloogked the appearance of clear lytic plaques. We can now,
I believe, get enougl inforwation from lambda - W1485 for comgar-
ison with lambda-2 - K12 (or W1l4865) to check our cytoiogical and
physiological observations on these lytlc systems,

I have heard that there are wutants of Klk resistant to the
. a.tion of lambda but wanich do not carry it. Perhaps, by repilca
plating tnese ce.ls on lambda-spread plates after tie action of a
mutagen, one might obtain lambda-sensitive celis (unable to grow
in presence of lambda). This test would differentiate sensitive
cells from those clones able to become lysogenic or t.ose resistant
cells not carrying lambda (both would growd on lambda plate).

However, becamuse of iﬁg%é lyticAmutants, one should probably use
caution in applying only a minimal effective concentration of lauwbda
on the replica plate. In the case of isolation of B/l mutants by
replica plating, it has been my experience that B/1l, tryp are more
d@ifficult to isclate thnan other B/1l's (presumably B/l,53. This, I
think, i1s due to the presence of an unfortunately large initial
councentration of Tlh mutants in my stock; these attack B/1l, tryp
rather than 3/1,5. This could also account for the change in
preponderance of the two types of bact.rial mutants in Bryson's
cocamparison of sponianeous and induced B/1 mutants were different
nunbers of susceptible cells used in the two conditions, taus ailowing
a greater chance for Tlh production (or nost transforwation).

vje have be n unable to isclate a single B/SY (120 and 240 pawwa
gli/ce of nutrient agar) by replica plat.ng, even trom coniluent
growth plates. If we are not transferring enough cells on our
velveteen, we may be :.ble to overcome tihls by plating out the
. njackpot" tubes from fiuctuation tests and replica plate from those
plates.

we have not studied thoroughly as yet the chromoscmal cytology
of Y1485 e..osed to lambda under lysophoretic cenditicns but wlll 4o
so siortly. Dr. R.C.FE. burray, one of the few level-headed bacterial
c;tologists)in my estimation, has found a temporary dirsuption of
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normal nuclear efents in ce ls becouing lysogenic to Sal. typhi-
murium (Boyd) phages, via application of external rhage. This
might indicate an actual nuclear site of the vrovirus. However,
if the provirus locus is the site of the factor itself. it would
be more difficult to explain the disap;:earance of prov.rus in a
substantial proportion of the population as the result of rapid
srowtn in certain umedia (Clarke). Of course, if it is true that
the "transduced" genetic markers found by the Plough group can
revert en uwasse spontaneously, more intricate explanations are
apyropriate for other umicrobiel systems. Pernaps rapid transfer
is a requisite in tue loss of the transduced system, also.

Tieother day I ran into a letter you wrote severa. years ago

to tune editors of SCIluiCe, putting forth briefly a tuneory on the
p0s83ible mechanism of tumor orlgin. It seems to me to be an
overall tireor;, of great value and one wiich, when brought up to

. date to inciude the recently gained knowleage of latent and masked
viruses, is well worth calling attention to again in wore full form.
The recent studies, es,ecially in Bpit.azn, ol the regulation of
growth (ce.l division) by a limited energy sup;ly (glucose) in some
tissues tirows aaditional 1light on the problem. In my own pcrscnal
estimatlion, tue working hypothesesof tiie cancer people are largely
too narrow, each in its own direction, to be efriective in a long
range study. A multifold proposal such as yours would encourage a
broader outlook among this group. FEven ii time hLas taken its toll
on the simplicity of your earlier statement, t:ie general theses
could well be recailed.

Dr. George Gomori has purified triphenyltetrazolium chloride
(dissolving in small volume absclute alcohol and pouring the solution
into 4=0 volumes of ether) from a c.ntaminant he believes might be
lead tetraacetate. You mught find a more purified reagent more
useful in your studies of "labled" fusion cells. 1 intend attempting
purification of blue tetrazolium by similar metibods (based on the
information in the papers of Selifman and Rutenburg) but have noqas
vyet found time to do so.

A note on copper-induced "gransformation" of ¥. coli has now
appeared (Weed, L.L. & Longfeilow, D. 1952 PROCL3rd INT.CULGR, B10CH. ,
Paris, p. 96).

. Dr. Gots and I have dropped our pursuit of lysogenicity in E. coli
B for tine upresent time. It is difficult to ex,lain all ol the positive
results, few as tiey are, on the basis of coutauwination alone (e.g.
withh E. coli W), but we have not been able to get positive results
with anytrning even resembling casistency and are drop,ing the project
tewmporarily in favor of other projects now in progress. Dr. Tom Nelson
wi«l probably be sorry to hear of this failure, but perpaps it is
good to nave one bacterial strain which is neither lysogenic nor
colicine~-producing!



